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The stress axis includes the autonomic nervous system and the corticotropic axis. When the stress axis is rebalanced, both the neurovegetative system and the corticotropic axis are rebalanced.
-What are the mechanisms which help to explain why exercise would be expected to "rebalance" the neurovegatative system? Authors' response: Physical activity (depending on duration and intensity) gradually and differentially mobilises both the parasympathetic and the sympathetic systems. Neurovegetative dystonia has been found in FM patients (an increased sympathetic response and decreased parasympathetic tone) (1, 2) . Specific exercise leads to a chronic reduction in sympathetic activity and increased parasympathetic tone (2)(3)(4).
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Authors' response: As seen above, central nervous system plasticity induced by physical training could regulate both cardiovascular adaptations (4) and endogenous pain control mechanisms (7)(8). -What is a "bio-psycho-social care"? Please define.
Authors' response:
A bio-psycho-social care is a "Whole Person Care". All patients attending the pain centre of the university hospital of Brest receive overall and coordinated care. The bio-psycho-social approach takes into account the effects of biological, psychological, and social factors on health. An interdisciplinary team (including chronic pain specialists: psychologist, psychiatrists, anaesthetist, paediatrician, algologist, nurse, etc.) follows up with patients. The bio-psycho-social care in the pain centre is the same for both patients included and patients not included in the study.
-Describe the stimulation test in detail. How does it correlate with generalized fibromyalgia pain?
Acute pain stimuli trigger pain perception. Several studies show that fibromyalgia patients are deficient in endogenous pain inhibitory systems (significant increases of temporal summation and decreases of conditioned pain modulation) in FM associated with hyperalgesia and allodynia (9)(10)(11). The stimulation test was described in detail by Tousignant-Laflamme and Marchand (2008) (12) . This stimulation test assessed endogenous pain mechanisms (diffuse noxious inhibitory controls, temporal summation and perception of pain). Physical activity could rebalance the neurovegetative system and therefore decrease allodynia and hyperalgesia in FM. This stimulation test will assess the impact of this specific training on diffuse noxious inhibitory controls, temporal summation, and perception of pain. . Improvement of all symptoms was observed in patients of the Active group compared to those of the two other groups. Increasing exercise intensity seems to have increased the effects already obtained through the basic endurance. For patients in the Semi-Active group, a significant change in FIQ and HAD parameters was observed. But there was no significant reduction in pain or changes in sleep quality in these patients. No effect was observed on the various parameters in patients in the Passive group. Results of this study are currently being published.
-Regarding study non-inclusion factors----what about taking supplements (herbal medicinals, performance enhancing substances, etc.)?
Authors' response: Any new treatment that could increase performance (mechanisms like doping) is forbidden during the study. Herbal medicinals (non-evidence-based medicine active on performance) are authorized.
-What is the non-vegetative exercise intensity goal?
Authors' response:
The exercise intensity goal in control group is <50% HRmax. This exercise has no effect on the neurovegetative system.
-Active training group protocol is unclear---define "fundamental endurance" and how it will be associated with interval training----define high frequency.
We agree with the reviewer. Fundamental endurance is aerobic exercise performed continuously to raise the heart rate and breathing rate for a prolonged period. Fundamental endurance is only used to start the training. We have changed the active training group protocol in the text.
-How will VO2 max and HR max be calculated after 24 months? Authors' response: VȮ2max and HRmax are not calculated after 24 months. Improvement of VȮ2max and HRmax are not an objective of this study. VȮ2max and HRmax are used to adapt the specific training program for each patient.
-How will phone calls help with compliance---please reference? How will subjects be encouraged during follow-up?
Several studies have assessed the effects of telemonitoring on patients' compliance (13) (14) . Phone calls are a simple method of improving adherence in disease management (14) and to enhance home exercise training and physical activity (13).
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-How will training be "diversified" and kept equal?
Authors' response:
The training will be diversified according to the patient's wishes, ability and experience (swimming, running, zumba, monofin, etc.) (15) . The systematic autorecording of HR during the activity will keep the training equal. -Please justify using HIIT with a fibromyalgia group especially since a growing literature appears to support allowing people to select their own exercise intensity when adherence/compliance is a concern, let alone those with chronic pain.
HIIT allows the training to work on both the parasympathetic and sympathetic systems. This program is individualized to each patient based on their pain level and their capacity for physical exertion. Only after 6 to 9 months of training and according to their rhythm, abilities, and limits, patients could gradually increase their exercise intensity. HIIT increases exercise intensity and diversifies training sessions. Our pilot study shows that increasing exercise intensity seems to have increased the effects on pain already obtained through MICT. In this study, HIIT (working on the sympathetic system) has lead to a decrease of 4 pain points using a 10-point visual analog scale, and to an improvement in sleep quality. Moreover, authors have shown that moderate and vigorous aerobic exercise reduce perception and that vigorous exercise produces a greater effect (7). Higher training levels are associated with a decrease of pain facilitation and an increase of pain inhibition (8 -How will you verify that subjects are complying on the "independent" exercise days?
Authors' response: Subjects will note the characteristics (frequency, duration, intensity, type of activity, and supervision) of each training session (both supervised and independent) in a specific training logbook. The physiotherapist will frequently ask patients about their independent training session to provide advice and to motivate them. Moreover, phone calls will assess the compliance of the independent training sessions. The duration of the project is 2 years. This is very important in terms of assessing the effectiveness of the intervention however, the same time the Control group is going to spend two years in a intervention that possibly will not improve their health and pain status. This need to be addressed and possibly include a mid point effectiveness assessment (9 months). If the results are positive, you should use a cross over design and let the Control group participate in the exercise intervention.
